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(54) AiANNKH-BASES 
PafiKD^ to be paroculariy described ia alid by the M^m^t^- 
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15 



of R, and are aikyl grouDs n ^1 ^ ^ """^ 

arylaJkyl, «5ox,aC^r^cSlJl g^^i^X and R„ is an 

by a sttaiiffht or branchni ^'*'» ™ wmca tue al^ poctiaa is oonsohiaed 
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Z "f* pfayaotogicaHy acceptable acid addition salts. 

me^^^^^^il''^!^^.^'. may be tte sanie or difleieot within the 
teiSt^ri^^^ ^ lower ac^xy group, is to 

£ mS? »q> to 6 and ptefetably l-s'cXr^^ S 

a« Sn^Ih^ST^^** eiven and thefr add addition salts 

S^SHU^ l""''^ of them are bette, as is evidETBSKoa^SJ^ 

m wind. results of comparativ* ttstt are set 00^ in ^ thr^<rfA^ 
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pounds of the invention are compared with Phentolamin (in the form of the methyl 
sulphonic add salt). In these tests, which were carried out according to the method of 
Shipley & Tilden (Proc. Soc. Biol., N.Y., 64 (1947), page 453), dose action curves 
were, drawn for Noradrenalin for decerebrated despinaHsed living rats, and the effective 
dose (EDao) determined for noradrenalin before and after the «-blocldng by means of 
the simstance under test. The quotient f the two ED^^ values gives an indication of 
the orsympathicoljrtic action. 

Table 



EDgo before 
ix-bioddng 

Dose ED^o after 

Substance (mg/kg) a-bloddng 




CH2-W-(CH^)3-0-/)hC1 5 



86 



CO 



6 p 5 64 



Phentolamin (comparison) 5 95 



As is evident from the table, a new class of theraputically valuable compounds 
10 has been discovered with strong or-sympathicolytic aaion, comparable with the Jcnown> 
strongly active Phentolamin. 

The Mannich bases of the invention may be used in the form of their easily 
crystallising acid addition salts, preferably in the form of the hydrochloride, optionally 
mixed with suitable liquid or solid carriers of conventional type, for the manufacture 
15 of solutions for injections and especially for orally administrable pharmaceutical 
preparations, such as pills, dragees or ublets. 

The new compounds of ^ e invention can be made by the known Mannich reaction 
process by reacting a ketone with formaldehyde or a polymeric form of formaldehyde 
and an amine, according to the following reaction scheme: 
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fomaidehyde and about Imd of 1 jnod naia. 

for sevaal hours. On cooa» necessary thereat 

^ m a tenzene-mtroboizaie mivtuff ™», leactmn is carried 

*e narajon and coolbg of 

™ ^f«g tJ« add aqueous solutiraTdtoS^rKi^^I^ «fworbenj^ 

«>atively high dj^^^g 50 to B5% of SSnS.^*f 

smaWe solvents, aWeiaW^SU?^^.*^'^ reoystailised without S^tTC^ 

"^"l by xtfe^a^ to of the invention is 

2(;ff-*henylethy]anrinomed,yl>«.m^S^, , , 

not laBe the melting poditt^ 170-173O. Jtoaysadlfcatfon from LJ^m^S £ 

7/R u 1 u Example 2 

"^00 nd isap«oipanol d ^Tb^^^^^^^^^ with SiS 

2[^(3-nu^:^oxy)e%£SiyIJ.lA3 4-tet«h«ir^i . *> 
(00835 0101^ ^ "-Phthal^e hydrSlS* ' ^'^^'^^-^'^ 

*out 5 hours with stinin™ m 70^^;J^^^.''y«*«>=W«>r«»e were refliKed fn? 
fiad a ffldting .pcant of 122.5—124 5° • i!™ Hie product 



of dieorafcal yield) of SS" were%e<JS(^{?f 

did not raise the mehing point *"-^183.5o. Reoystallisadon fromdethMrf 

Analogousiy to the fotttminE eMm«i«, ri. , „ . 
mnufactured from die coi^ndii«S£S Sf^^*^?"^.?^^ compounds can be 
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Table 

2J(fi - Pheoy^thylaminometbyl) - 1>2,3»4 - tetrahydro - 1 - keto - oaphthalene hydro- 
chloride, 161—162° (Isopropanol) 

2[{a - Mediyl - jS - phenyl - cthyl)animomedi5d] - 1A3>4 - tetrahydro - 1 - kcio- 
5 naphthalcne-hydrocMoride, 157—158° (Isopropanol) ^ 
2{(fi - Atofayl - fi - phenyl - cthyOanunomediyl] - 1A3,4 - tetrahydro - 1 - kcto- 
naphdialeoe-hydrochlorids^ 130—131° (Isopropanol) 

2[(tt/r - Dimediyi - fi - phenyl - ethyl)aminomethyl] - l,23i4 - tetrahydro - 1 - keto- 
naphthalcne-hydrochloride, 157—159° 
10 2 [(a - Mediyl - ^ - hydroxy - ^ - phenyl - ethyl)aminomethyll - 1A3>4 - tetrahydro- 10 
1-keto-naphdjaicne-hydrochloride, 158—159° (Isopropanol) 

2[(fi - Hydroxy - ^ - phenyl - echyl)ananomethyl] - 1|2,3|4 - tetrahydro - 1 - keto- 
napltthalene-hydrochloride, 147.5—150° 

2[fi{A - Hydroxyphenyl) - ethyl - aminomethyl] - 1A3,4 - tetrahydro - 1 - keto- 
15 naphdialene-hydiochloride, 168—170° 15 
2[jff(4 - MedH)xyphenyl)ethyl - aminomethyl] - 1^,3,4 - tetrahydro - 1 - keto- 
naphthalene-hydrodiloride, 170—172° 

2[Io(3,4 - Dimethoxypbcnyl)ethyI - aminomethyl] - lA3i4 - tetrahydro - 1 - keto- 
naphthalene-hydrochloride, 156 — 159° 
20 2[j8(4 - Chlorophenyl)ethyl - aminomediyl] - 1,2,3>4 - tetrahydro - 1 - keto - naph- 20 
thalene-hydiochloride, 177—178.5° 

2[,5(4 - Aietiiylphenyl)ethyl - aminomethyl] - 1,2,3,4 - tct»hydn> - 1 - keto- 
naphthalene-hj^ochloridej 167—169° 

2[(Ben2ocyclolMitanyI(l) - methyl)aminomethylJ - 1,23>4 - tetrahydro - 1 - keto- 
25 naphdialene-hydiochloride, 182—185° 25 
2[(fi - Naphdiyl(l) - cthyl)aminomeihyl] - 1A3,4 - tetrahydro - 1 - keto - naph- 
thalene hydrochloride, 175—178° 

2[(J^ ' Phenylcthyl - aminomethyl) - 5,7 - dimethyl - 1,2,3,4 - tetrahydro - 1 - keto- 
naphthalene-hydrochloride, 194 — 196° (methanol) 
30 2(fi ^ Phenylethyl - aminomediyl) - 5 - hydroxy - 1A3,4 - ttttahydro - 1 - keto- 30 
napbthalene-hydrochloride, 182 — 186° 

203 - Phenylethyl - aminomethyl) - 5 - mcthoxy - 1^3,4 - tetrahydro - 1 - keto- 
naphthalene-hydrochloride, 177 — 179° 

2C& - Phenylethyl - aminomethyl) - 6 - hydroxy - 1,2,3,4 - tetrahydro - 1 - keto- 
35 naphthalene-hydrochloridc, 197—200° (water) 35 
2J(fi - Phenylethyl - aminomethyl) - 6 - acetoxy - 1,2,3,4 - tetrahydro - 1 - keto- 
napthaiene-hydrochloride, 166 — 167° 

2(,5 - Phenylethyl - aminomethyi) - 7 - methoxy - 1,2,3,4 - tetrahydro - 1 - keto- 
naphthalene-hydrodiloride, 170—172° 
40 2(7 - Phenyl - propyl - amSnomethyl) - 1,2,3,4 - tetrahydro • 1 - keto - naphthalene- 40 
hydrodiloride, 150—152° 

2[y(2 - Chlorophenyl)pn>pyl - aminomethyll - 1A3,4 - tetrahydro - 1 - keto- 
ns^hthalene-hydrocfaloride, 152 — 153° 

2(6 - Phenylbutyl - arainomedjyl) - 1,2,3,4 - tetrahydro - 1 - keto - naphthalene- 
45 hydrochloride, 152 — 155° (Isopropanol) 45 
2(5 - Phenylethyl - aminomethyl) - 4,4 - dimethyl - 1^3,4 - tetrahydro - 1 - keto- 
naip-hthalene-hydrochloride, 139—140° 

30& - Phenylethylaminomethyl) - chromanon(4) - hydrochloride, 174 — 175.5° 

3[,f^ - Phenyl - « - methyl - ethyl)aminomcthyl] - chn>manon(4) - hydrochloride, 

50 162—163° 50 
2(/i - Phenoxy - ethyl - aminomethyl) - 1,2,3,4 - tetrahydro - 1 - keto - naphdialene- 

hydrochloride, 159—161° 

2[|5(2 - Methoxy - phenoxy)ethyi - aminomethyl] - 1,2,3,4 - tetrahydro - 1 - keto- 
naphthalene-hydrochloride, 127.5—129.5° (Isopropanol) 

2[fi{2 - Methoxy - phenoxy)propyl - aminomethyl] - 1,2,3,4 - tetrahydro - 1 - keto- 55 
naphthalene-hydrochloride, 146—149° 

2 [^2,6 - Dimethoxy - phenoxy)ethyl - aminomethyl] - 1,2,3,4 - tetrahydro - 1 - keto- 
naphdialcnc-hydrochloride, 132.5—134.5° (Isi^ntypanol) 

2[i^4 - Methoxy - phenoxy)ethyl - aminomediyl] - 1>2,3,4 - tetrahydro - 1 - keto- 
naphdialene-hydrochloridc, 145—147° 60 
21/^(4 - Methyl - phenoxy)ediyl - aminomediyl] - 1»2,3,4 - tetrahydro - 1 - keto- 
n^dialene-hydrochloride, 155 — 157° 

2[fi(} - Methyl - jAenoxy)ethyl - aminomethyl] - 1,2,3,4 - tetrahydro - 1 - kcto- 
naphtha-lene-hydrochloridi^ 133.5 — 135.5° 
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2fceS^d^^^&(^°^^ " '-^'^ - "^y^ -^-^ 

^l£.kA<^^^^ «nln^Sra^- 1 A3,4 - tetrd,,dxo -1-1^ 
'^iS-h^S^^SSio''''"^ • '^'^ ■ - 1 - too- 

W^^^^^^^-'^^^'^ - 1A3,4 - tetxaiydro - 1 - 
naphtfaal^SdStoiS^5477 5^*^^ " ' «««*y^ - 1 - tea- 

- tsetrahydro - 1 . keto- 

145—147°*'^ " ^^'^J^l - aainfflaaihyi] - diiomaiM)ii(4;^ydiDcMraide, 
^S&^i?5lwS°^^ - - ^%^«> - 1 - l^eto - B^h- 

^^Pheaylcthyl.aimnomethyl).riuaclu«nm««.h i^j^iyp 

S>^1&io^^SZ?66o' - '^"^ ■ ^A3.4 - tetny^ydro - 1 - 

m^Jgo- "'^y^ - - tecrafaydio - 1 . fa^ 

Phenyl - - anrinomediyQ - u - benzoc,clohoptanan(3) - hydrodfloride 
aj^^aenyhnercapto - «J.yl - .„Haon«,y,) . dfiod»«»aaon(4) . tj^i^o^ 

16^^168?^^ " **«^>**y» - aHunomediyl] - chroamon(4) - hydrochloride 
2fg4^-^Hydr<«y - pheayi) . ethyl . ..nn^J . . hydroddoride. 

XLli^12;^^?£;£f«^>^yi - ^^"iiamethyij . tia«chn«nanan(4) - hydro- 
^tjd? 17^" -|'^yJ°^«<^)«i.yi - aminomethyij - tiuochmmanon(4) - hydro- 
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216(2 - Hj-droxy - phenyl)eih3rl - amincmethyl] - 1>2,3,4 - tctrahydro - 1 - keto- 
naphthalene-hydrochloride, 167 — 170° (Isobutanol). 

WHAT WE CLAIM IS : — 

1. A Aiaimich base of the general formula 



in which Ri and Rj are hydrogen, hydroxy!, lower alkyi, alkoxy or acyloxy groups, n 
is 0, 1 or 2 and A is a methylene group or a group Rj R^ C< wherein one or both of 
R3 and R4 are alkyl groups or n is 1 and A is oxygen or sulphur, and R.. is an aryl- 
alky], aryloxyaikyi or arylthioalkyl ^oup, in which the aligrl portion is consituted by 

10 a straight or branched chain aikyl residue containing 2 to 4 carbon atoms, optionally 10 
substituted by a hydroxy] group, and tlie aryl portion comprises a pJienyl, naphtlialene 
or thiophene residue, optionally substituted by one or more substituents sdected from 
halogen atoms, hydroxy] groups and lower alkyl and alkoxy groups, or in which two 
neigMxHiring carbon atoms of the said residue are linked in a ring via a methylene 

15 dioxy group, or R^ is a group of the formula 15 

where m is 1 or 2, or a physiologically acceptable acid addition salt thereof. 

2. A compound according to claim 1 as defined in any jne of the foregoing 
specific Examples 1 — 4. 

20 3. A compound according to claim 1 which is one of the compounds identified in 20 

the foregoing Table. 

4.^ A process for the production of a com^und as defined in claim 1 which 
comprises reacting a compound of the general formula 




25 with formaldehyde or a polymenc form of formaldehyde and an amine of the formula 05 
HaN— R,. 

5. A process according to claim 4 substantially as described with reference to any 
one of the loiegoing specific Examples 1 — 4. 

6. A pharmaceutical composition which comprises a compound as defined in 

30 claim 1 -toother with a solid or liquid diluent. 30 

7. A pharmaceutical composition according to claim 6 in the form of an 
injectable soluti(Hi. 

8. A pharmaceutical composition according to claim 6 in the form of a tablet, 
pill or dragee suitable for oral administration. 

Agents for the Applicants, 
V. GALLAFENT & CO., 
Chartered Patent Agents, 
8, Staple Inn, London, W.C.L 
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